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Nephrotic syndrome in the adult may indicate underlying malignancy. This is especially important if the histology of the renal lesion shows membranous glomerular nephritis. Malignancy must be excluded even in the absence of symptoms and signs to suggest its presence. We describe the presentation of large bowel malignancy with nephrotic syndrome as the sole manifestation.
Case history
A 53-year-old female Caucasian presented with a 3 month history of ankle swelling. She was otherwise well and there was no other relevant history. Examination revealed marked bilateral pitting ankle oedema and proteinuria. There were no other abnormal findings.
Initial investigation revealed a serum creatinine of 1031lmolll (1.11 mg/dl) and a serum albumin of 17 gn. Immunoglobulin and complement estimations showed IgM 5.3 gil, IgG 2.4 gil; IgA, C3 and C4 were normal. IgM antinuclear factor was weakly positive at 1/20 and anti·DNA was 42 p./ml (reference range less than 25 p./ml). Haemoglobin was 13.6 g/dl, white cell count 8.7 x 10 9 11 and erythrocyte sedimentation rate (ESR) was 115 mm/1st hr. Eosinophil count was 0.970x10 9 n.Her creatinine clearance was 45 ml/min and her urinary protein excretion varied between 10 and 18 g/24 hr (selectivity ratio: IgG/albumin of 0.4). Chest radiograph, intravenous urogram and ultrasound scan of the abdomen were all normal.
Renal biopsy revealed a membranous glomerular nephritis with granular deposition of immunoglobulin (predominantly IgG) and the C3 component of complement in the glomerular basement membrane. In view of the renal biopsy findings a colonoscopy was performed. A tubular adenoma and two small carcinoid tumours were found in the rectum; a metaplastic polyp and an adenocarcinoma in the sigmoid colon. The remainder of the large bowel was normal, all pathology was removed endoscopically.
At subsequent review 3 months later serum albumin was 37 gn and urinary protein excretion had fallen to 0.8 g/24 hr. Colonoscopy was normal. At 6 months serum albumin was 44 gil, urinary protein excretion 0.1 g/24 hr, ESR 15 mm/1st hr and eosinophil count 0.110x10 9 1l. Colonoscopy was normal and carcinoembryonic antigen level was 3 Ilgn (normal range less than 9).
She remained well 18 months after diagnosis with no evidence of recurrence of either nephrotic syndrome or large bowel neoplasia.
Discussion
In 1966 Membranous glomerular nephritis is the commonest glomerular lesion seen in association with carcinomas, comprising about 70% of the lesions seen. Carcinomas of the lung and colon have been identified as those most often leading to glomerular disease".
Circulating immune complexes have been reported in 82% of patients with neoplasia". Glomerular injury may result from deposition of these complexes. Roles have been suggested for tumour-associated antigens, viral antigens, and autologous non-tumour antigens together with their associated antibodies.
Lewis et al. 6 demonstrated that antibody isolated from the glomeruli of a patient with membranous glomerular nephritis and squamous cell carcinoma of the lung reacted specifically with antigens from the tumour but not with the patients normal lung tissue. Costanza et al. 7 reported the isolation of carcinoembryonic antigen in the glomerular basement membrane of a patient with colonic carcinoma and membranous glomerular nephritis. Circulating immune complexes and glomerular deposits ofEpstein-Barr virus antibody and complement have been detected in 2 patients with Burkitt's lymphoma", Oncovirus antigen has been reported in glomerular immune deposits in 2 patients with acute myelomonocytic leukaemia". There is a high incidence of development of non-specific autoantibodies, including antinuclear factor, in patients with carcinoma. DNA-antiDNA complexes have been implicated in the development of membranous glomerular nephritis and nephrotic syndrome in a patient with metastatic oat cell carcinoma and circulating antinuclear antibodies!", A similar mechanism may have been responsible for the development of membranous glomerular nephritis and nephrotic syndrome in our patient.
Why the development of clinical glomerular disease occurs in only a small proportion of patients with neoplasia is unclear, although it has been suggested that the host immune response is important-'.
The clinical course and prognosis of patients with carcinoma and nephrotic syndrome will obviously be related to the underlying tumour and the glomerular disease itself. Cantrell described a patient with adenocarcinoma of the stomach and nephrotic syndrome who went into remission sustained throughout 10 years offollow up after removal of the tumour by subtotal gastrectomy'>, A similar result has been reported after removal of an adenocarcinoma of the breast in a woman who presented with nephrotic syndrome-", Our patient presented with nephrotic syndrome without anything to suggest an underlying malignancy. The finding and removal of large bowel malignancy led to the remission of her nephrotic syndrome.
In all patients presenting with nephrotic syndrome, especially if the renal histology shows a membranous nephropathy, underlying malignancy must be assiduously sought.
